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(57) Abstract 

A mucosal preparation obtained by blending a physiologically active peptide at least with a sorbcfacient and a vasodilatory 
compound. Owing to the combined use of the sorbcfacient with the vasodilatory con^und, the absorption of any desired physiologically 
active peptide can be enhanced and thus it can be self-administered to a patient without giving any pain caused by parenteral injection. 
Therefore, it is hi^ly useful as a preparation of a physiologically active peptide for prolonged administration. As the jAysiologically active 
peptide, use can be made of insulin, calcitonra, human PTH, somatostatin, glucagon, etc As Ac sorbefacient, use can be made of bile acid 
salts, cyclodextrin, phospholipids, nonionic surfactants, higher fatty acids, etc. As the vasodilatory compounds, use can be made of calcium 
channel inhibitors, prostaglandin El, isosorbide nitrate, nitroglycerin, etc. 



(5 7) mm 



-Dit^liJi t IX liij Jli/ ^ Is^ ^ ^ JimWM. -f a X ^ y > y 



AL TA'^r^T 

AM rA'/=T 

AT i^hyr 
AU ;i--;^h7yT 
AZ T"?yt^>^>f i^YV 
BA si?^=T •^/^y*=^^f■^- 
B B ^A^^ 
BE -^A'^- 

BF -fA^^^-yrV 

BG -fA^^r^T 

BJ -j-^-^: 

BR -fy-yA^ 

BY -<^A'-i^ 

C A j&'T^ 

CF <f*T7y**»a 

CG ai'rf 

CH ;^^x 

CI 3- K • i^i^r-'A^ 

CM ^^Ar-y 

CN 1»S 
CU 

CZ ^*5r3*ftB 



DE 

DK fy^^9 

EE ^;^h=7' 
ES 

Fi 7-f:/7VK 

FR yyyT^ 

GA ^r^i?:^ 
GB 

GE {fA^^^r 

GN ^^T 

GR ^y5/t 

HU w'^>';yy- 

lE r>rA-7VK 

IL 4 7.7^A^ 

IS tVx7:/K 

IT ^^yr 

- p B* 

__E ^:=y 

KG *A'^;^^> 

KP «3IIK^^AIg^«iB 

KR 3:8SS^ 



LI y txVS/a.^'W^y 
LC 

LK y^Vyyit 

LR y^yr 

Ls i^y h 

LT y HTriT ^ 

LU A^^-^y^A^^ 

LV yv^^r 

MC ^-ta 

MG ^y:ff7^iA^ 

MK •e^K^Tia*"-:':^^ 

ML ^'J 

MN *y=fyi/ 

MR ^-y^'r^r 

MW 

MX ;«:^-'>3 

NE =^2?:t-yi. 
NL 

NO /-A^l^x- 

NZ =^a--i?-7yK 



PL 3j?-~7yK 

PT sJ^A'h;«fyi^ 

RO A^-^=^r 

RU ai/T»» 

SD X-yv 

SE X»?x— 

SG S/y;tf3K-A' 

SI y^uif^zzrr 

SK ;^^^fT=^T 

SN -fe^ir;i. 

SZ TsV^^yyY 

TD f^YK 

TG y-^ 

Tj 9'^^y^9y 

TM hA^^;«^;^^v 

TR K/ua 

TT fy=^-K- h/<=f 

UA b^y^-t 

UG yuy^^ 

us r7«y*^*s 
uz 

VN ^r-fxh-^A 



wo 97/06813 



PCT/JP96AI2277 



- 1 - 

m m 

mf&m^^mmizmt^o 

. ^>^<i7^mmmizji^^m^ s^mz^immm^^=^^\f%tzibmm<t{z 

1 3 0 8 2 EPMm 1 5 6 2 T^B^iJS. #^^ 1 - 2 2 8 9 1 

^n'm. ^m^v^^i 14953 m^mm) . tfz\m^\t-^^}i h u y ^ 



wo 97/06813 



PCT/JP96/02277 



-2- 

> i^i^T ;i/ :3 - >J t b > t 7 x y - ;Hg(D ^ 9 
^>#M?Sm^R|/j:if(0#ffi®f4^i (#gS3p4 - 2 4 7 0 3 4^5^|E) 

iS¥2 - 4 2 0 2 7#^«. m^Z-S A2 7^m) ^ a^-yi^ay'^Xh 

#TO5 8 - 1 8 9 1 1 8^'i^lg. EP4^gS9 4 1 5 m^m^) . g^^StS- 
1 ZOTy)l^:^^-rzo-Ty)l-L-tilz:,i-ym (#I3BS6 3 - 1 0 7 3 
5^ii^. EPi^gS2 1-5 6 9 7^BBi8BS) ^^b-hjig^ ^K'j T^^ 'J 

*:/•J>S:^^IJ.^A (US 4 4 7 6 l l 6^!^^^) ^i^l(^mtfz\m 

Tis-jig^ en 
0 

(CHa ) m-N- (CH2 ) n-S-R 
ffiLii;5<l-30^^(riiR{i^^|j[5-l 1 0T;I,+;1,S;^^^) T'^^nS 

T'^i>'t7uT)itymm^ (#gges6 2 - 2 3 s 2 e \^<km t^^ntzm^^ 



wo 97/06813 



PCT/JP9fi/02277 



- 3 - 

an Diab. Soc. 20 (2), 146-152 (1977) /Pro 
c. Nati. Acad. Sci. USA. 82. No. 21 : 7419-74 
23 (1985)/? harm. Res. , 9 (1). 52-67 (1992) 



wo 97/06813 



PCT/JP9d/02277 



- 4 - 



wo 97/06813 



PCT/JP96rt)2277 



- 5 - 



U >i?5liiMli. a-i/!; ay'^Xh *) ;8 - ^ n x + X h 'J r-'>^ 
b'DiJ K>^^(*. \-V'ri/)Vr^i/^u^zr^y-2-ity (Azone) 



(CHz ) m-N- (CHj ) n-S-R 

tt2aje^±75<^{fbn'5o 



0 




en 



wo 97/06813 



PCT/JP9fi/02277 



- 6- 

-f - L - * Ji=.^ ymmmii^mifiotiic 

i/xf"U> (9) 7';"J;l'X--r;l/ (Laureth-9), ;K'J:j-4''>xf-u 
> (2 4) 3l/Xx'j;l/X— r;|/ (Choleth-24) f)^mf<on^o 



wo 97/06813 



PCT/JP9«/02277 



- 7- 

-^^jim. ^y^jrn. ^^i/jiM. ^zff-jvm. t^^jvm. j^Jim. xt/ 

> ^:rf-;K :t^f-;k y-;k 7=i/;k Kxi/;k h 

Uxi/^K rh^xS/^k '^V^^xi/vk ^+1fxi/;k ^^jJ^xi/Vk ti^^r 

- iy'-yjl^t) xf-^U) T-tfi/^'u/^>^>-2-:i-> (1 - (2- (dec 
ylthio) ethyl) azacyclopentane-2-ones~ 

- (2- ("f'^Jltt) xf-;bD T1fi/i'DA:>;^>_ 2-:j->, >JVL/i/f-> 



wo 97/06813 



PCT/JP96/022r7 



- 8 - 

Jg^S^tO. 0 1-1 09<> (w/v) . $fSL<liO. l-5J^(w/v)g 

^^mi'm^ihn^skwtt:mm^W'D<t^(^tLxu^^t2 o 0-7 0 

efeH^feyc^-To Mtr. ro:^:^r7>i?>E 1 (PGEl) «^:b4*Jlli^fe5i 

^mmzm^^ti^ik^mmm^w-oit^mmn. mmnmBoi&miz 
^^<wm^tixi^^^ms'ax$)>!). ^m^omm&^otzisbommizmm^ti 



wo 97/06813 



PCT/JP96/02277 



-9- 

T^-E-^-r-SC t*<T'#5o ::^^r^>>?>E 1 ^It^flo 1 IHSig^ffl 

5 (4 jug) OT^gE^-rSdtA^T^. THjg^t UT(4 1 llIjS4ffl©l3^ff' 
0 . 1 gj[a±, fl= ii(w{4 1 (I gJ[ii±T'fcn(f J:^^o 

1 0. 0 0 0 ©fcO7&w^n.^stmtLT^if ^n-So ±M(Q<zr=f-Y<omth 

X\U -f U h hPTH (1-^3 4), *;l/'>h->m 

fe^BISI^y^K (CGRP) . Ty^t^yi/y\u /<*/yu->>. itHr;^ 

:/nu»j>, 7vhx:J'f->, ir)\,tzfy^ t^i/Vi^y^ -i-^u^y, 

fiS*;i/^>&ai^wU^r> (LH-RH) . igWK^fiJ®;^;l/*> (ACTH) . 

w^UM^ymiiitsji^> (TRH) . ^mmmt^j\^=f:> (tsh) . 

^^RS^^Ui/h-VSUfASU'-' '^■^¥*;l/i/h-> (x;U:l!7h-» . AS 



wo 97/06813 



PCT/JP96/02277 



- 1 0 - 

^^fSi^^:^tV(D7ii^mizbtzt^QU^u^m^mm\to. o o o o o i- 

5% (w/v) *<^Jf^>n. MizWtKliO. 0 0 0 0 1 (w/v) j5< 

^^mo'mm^^mMim^m. nm^m. mm. mmm. mm. 

m^{tm. ^^m. ^mitm. ^mm. ^<tmfiif^misabxm^ommtfi 
s i -5 izm±fimomwt.^m^xf^m^^\,^\mm Lxmntnn^ < . xv 



wo 97/06S13 



iPCT/JP96/02277 



- 1 1 - 

^tmmm. m^ii*)ywi. mm. mi. ^^ym^m^zztf}^v^6o ^tz 

Wi. M1K^tltzU^mizJ:'yX0'p0^f}^$>iir<. 0. 0 19^-2 9^ (w/v) 
^-{wJ;0li@5iS$n, IJ-yrS-yOttS (U-SAVE :/<'fT;U)E) {r5iS« 



wo 97/06813 



PCT/JP96/02277 



- 1 2- 

l^2S«x;i,:«7 h->BtTa (AUC) \znir^Wm 

» 5 L H - R Haj|S#^©j|li4'§S©r n 7 ^ ;b^^t- ©T'* 5, 



wo 97/06813 



PCT/JP95/02277 



- 1 3 - 

r'j3 3~;Hif'fhU'!7A (SGC : i/^vtfcS, iftS) ^pH6. 0^51 

mmmi 

igili?;U^T-tfA (DTZ : i/rvttfi, ^ItH) lOmg^O. 59<{^'J3 
=»-;HI:hhUH;A7KS^g (pH6. 0 USS U 2m 1 (Cg^PLT 0 

. 5!H{SGCtO. 5 9^DTZ«-^t?^?K*liSL/co C©^gfi5 1 m 1 ^x;U* 

m 1 <Di&m^mzo 

^m^y^<iJl (VP : i/rvttS. ^I^S) 1 0mg^^a6N-t'-;U-2 



wo 97/06813 

PCT/JP9fi/02277 

- 1 4 - 



^s) ^pH6. omm'}>mmmmimuzMbx^ti^ti5 0 
0 0 ^^xm I ommmtzo 



m 



4 0 0mfi/mlO}g^r»l^#fc« 



Iltfeg>t4 

> 4 0 0m<4/vNVT;U (^^^jS) (C^JSLTx;^^ hx> 4 0 0*&/ml 



•7 y h{wck5x;i/:^7 h^>CD i n vivo®iR||i| 
Ci n V i voMHS^D 

-Hft^^LfcWi s tarmmm-yh (B*S LC : «:m2 0 0-2 5 0 



wo 97/06813 



PCT/JP9fi/02277 



- 1 5 - 

Si^fitJC:^li^l!Ji?ck ^ 2 0 0 mjliiLyio -e©^, Ml43l.L^^^| ( 1 5 
, 0 0 0 r pm/1 Om i n/5*C) LT. mzm-^^mrt^fV- 3 om 

2 5ml (jtl5!l) ^KTS4L/io 

Ml 

y-^i-^mmuzmmm\<Dwm^m ca-a) i4^ti^jiiii»x;i,* h->jg 
xBimmf^i^mm^yFtz tf)miibiotifzo ^izi^m^y^^xji (mini 

t (O-O) iZX^t) , iSej^yjS^yU (mi|3ff» (A-A) T^-T) . igg^ 



wo 97/06813 



PCT/JP96/02277 



- 1 6 - 

yr:^i^ji (Miig^ (□-□) T.Tf) ^ttsmmmi. mmmz. mmmA 
mmtimioymwi^-mwimTmm (auo ii^ffli>T£^Toif 

AUC(S.C.) JS^fiG.N.) ^ 
(mU. I.N.: ^B-m. S.C. ; B^TS4*S:i*t- -5) 

©Bfeli*^ t> ©M35< 2 ±igit $ n S C 1 75^^ $ n /Co 

r-h h-Ov/aU^ (aifei=-M«l;tP#fi5f5:tt?g^2 6U/mg r^- 
4 ^51 ymmmm i m i ^m^xmm tr t h > •/ ^ »j > i o ^isfc/m i © 



mmm^ i m i lt 5 m g ©tn-^T'Sp LT 0 . 5 9<j L p c ^-^tsmf&L^m 



wo 97/06813 



PCT/JP96/02277 



- 1 7 - 

ig©-:>;l/^T-lfA (DTZ : i/i^-7thS. iieil) lOmg^O. 596L-a ' 

'j7ui/f^>7k^fS (pH7. Amm*}>mmmm 2muzmmtxo. 5% 
/m 1 (Dmm^mzo 

&.^mzfu7.^:/94 >R 2 0 iZfoT.^trvyjyE 1 : pge 1 '.im 
mSOM^W:. 0*) 2 0tfg€'0. 5 96L-aU7l/'>^> (LPC) 

(pH7. Amw}ymmmm 2m\\,zmmhx^. sjj^LPcto. 001 

9<aiSP G E 1 ^^t^m^^mu btzo z o^^ 1 m 1 ^ r - t h >r > > 

1 omt4//<^T;l/ H^j^LTb h-r>i/a'J > 1 omfi/mlcD 

5 y h{ri:S'r U i n vivoMUS^ 
Cin vivoiSiRII®^) 

-Bft^^U/cWi s t a r^ilii^y h (B^:SLC : tt:S2 0 0-2 5 0 

hm\.^xmmmmbtcmm'S:2 5 1 &\btzo m^i9i^mis^a&^^ 
. m^mtizm^m^(>2 oou\ n^ttzo -eo^. (15. 

0 0 0 r pm/1 Om i n/5'C) LT. #/cJfil^^^#f-r'5 ST— 3 O'CIZ^ 



wo 97/06813 

PCT/JP96/02277 

- 1 8- 



ir^TFLTl^So */c^>i/^.J>to. 5%L-a-.J'/Ui/f-> (LPC) 

XCKO. 0 0 1J)tfPGEl^»Uc^Jtfi»J6OS^JS4^(A-A) ©Mig 
S-l^FBlffi^TM« (AUC) li*fM4iS^S|(iit:i^tT'en€n*1H. 7^. 



1. i;t.:^7h^> 1 0 0 0^(4 

t) m g 

6. i£K/7K®rbf-h.;^A igft PH5. 5{-|3g 

7. aitfflSSTfc ^fi Iml ttfco 

(0. 2 2tfmOy>y5>7^;i,^_) 



wo 97/06813 



PCT/JP96/02277 



- 1 9 



1 . x./it> 1 0 0 om&. 

3. -fax^iTyyi^UE 1 1 0 g 

4. ^•J-tr'J> 2 2mg 

5. /'?7:*-+->5^m§i^-/f-^l' img 

6. mm/Jiimit±h^)^j^ mm phb. 5(cui^ 

7. aitffl^S7jc Iml iiL/Co 
Sfc#t)n/c^a^^if@6ig (0. 2 2 jt^mOy >y7>7>f 

^ff/co 3 0|l!D°D{is x;l/:«7 hii>^ 1 0 0 0 #(4/m 1 ^#^5^. T^T':?-^ 

1 . h^> 10 0 O^ti: 

2. L-a-'jyi/i/f-^ 5mg 

3. {BS-fW^I/h-K 0. Img 

4. 1 7. 6mg 

5. D-v;i/t*h-;i/ 1 Omg 



wo 97/06813 



PCT/JP96/02277 



- 2 0 - 



1 0 



1. r-hh^>>a'J> 1 oo#ft 

^- 22mg 

6. lg®/7lci&fb-^hy^;A M pH6. 

7. j^itm^s* 



Oizi 

±M. 1 m I t Vtzc 



2. L-ar- 'J '/l/i/f-> 



1 0 

Smg 



3. yD:^^r^>-:^>E 1 1 0;ug 



wo 97/06813 



PCT/JP96/02277 



- 2 1 - 

4. r'J-t'J> 22mg 

5. ig{b'<>-tf;l/3r.'i7i. o. Img 

6. ^m/Ji^miti- h ^ 2. ®S pH6. OCHS 

mmmi 2 

Sttlifa:4S»!llmlS/wO. 

1. r-t h>(>i/a.^) > 1 0 omfft 

2. L-a-«J*/Ui/f-> 5ing 

3. Ka-fVV;l/t*K 0. Img 

4. r'J-t»J> 1 7. 6mg 

5. lg{b^>1f;U3-'!7/K 0. Img 

6. D-V/l/fD-^l/ 1 Omg 

7. iSM/7i^m<ti- h ^) ^ A ,m& pH6. 0 CPiil 

8 . ^ItfflmS* ^fi 1 m 1 t L/Co 

^mzo 30Saii> r - t h>f >*>i 'J 0 O^ti/m 1 ^-f T^zT 



wo 97/06813 

PCT/JP96/02277 

-21- 



lthio)ethyna2acyclopentane-2-one. 

m/m 1 omm mm 5 ) ^mzo 



^XT-,>r^©^?$lninri^LT. ^nx^r5>i^>El (PGEl : 
mit^hO^UZXpHQ. Qizm^^. ^T^T^jfi^,.^ 0. 0 0 59(JPG 



7>i^>El (PGEl :aitffl>^o;;3^>7=^>R2 0, /jNS^Iiaxam 
e^:) ^^;^T.;,r^0^gjglmI{::^l^T.^ #^5mg. 1 Omg. 22mg 

. 0. ^imstf£i>^r>iz^ijsL^i^^m^m^mui^-fmm\zfi^^o 
izmmLfz^mz^ iNTk^fk-^hU'^ACTpHe. ocug^, 



wo 97/06813 



PCT/JP96/(12277 



- 2 3 - 

Ty:f^m\ 0. 5 9^trD^:tx*>. 0. 0 0 IHPCE I ffiif^m^m 

1 m 1 CitUT> 5mg. 1 Omg^ 17. 6mg. 0. Imgt^jrSJ:^ 
(c^*^U «W«f«LS*ifeU *^->^i:»?iJ[(c/j:5J:9{clii2L/co IN* 

B^^^:•^^•J'^;A{cTpH6. ^{zmmk. yxTyr*m\ o. 5%h*n^:f 
1 o^<4/m 1 omm^mco 

mmm 1 5 

71/h-K (I SDN:-hn-;U^, x-1f>rttSi!. B*) :;^T 

Im 1 (C*fLT^ 5mg^ lOmg^ 13. 2mg> 0. 2mg tnc-Sck-? 

•J':;A{rTpH6. OdS^> ;f;^T-y:/^ffl\ 0. 5 9<)t•D^:^r 
0. 0 2% I SDNtnj^^jffi^PSL/co w0^fKlml^r-hh-r 



wo 97/06813 



-2 4- 



PCT/JP9fi/02277 



^mmi 6 

*ftT. #^5nig. lOmg. 17. 6mg, 0. 1 m g t/iS J: ^ 

1 om/m lommmtzo 



^ y h(lJ;S-f >i/a »; >© i n v i v o«SiR||i| ( 2 ) 
C i n vivo iRiRHi^) 

-Bft^^L/cWi s t a r3^ii^5-y h (S;^SLC : ^2 0 0-2 5 0 

SNF6!i{i:^Si^||Sj J: 0 2 0 0 1 miklfzo ^OWt. MliS^.^jjf ( i 5 
. OOOrpm/l Omin/5-C) LX. mzm^mt^htX- Z (i'C^z 



W0 97/D6813 



PCT/JP9dA)2277 



-25- 



-TAttS, Jig) izxommbfzo 



t^^^LTl^-So l^^(l-<>i/a y>tO. 0059^PGE1 ^"tt-'StM 6 OS 
(A- A) Cifci^tT. :$:||BJ©'r U >t 0. 5 % eof^:tx* >JI 0 . 

0 0 i9(!PGE i^s§tniL/ciiififi>ji zomm^^m (■-■) scko. o i9<{ 

1 SDN^^jinuyiiiJteeiii ionm&^n (a-a) so^o. o 2misdn 
^mta btzmmm 1 5 osmsi-^ip^ (□-□) sc; 0 . 0 1 h n r -t y > 

«j!lDLA:^»Jl eoSSOS^SI ( + - + ) li>r >i> U >©iltt)^7b>^>0# 
tl.>M©lijfill^^t. cnt)©jlii4»gS-l^^ft^TffiS (AUG : 0-2h 
r) {4*rM6S4iUritl^LT-etl-en*4jl. 7^, 1. 9<*, 2. 0^. 2. 



umi 7 



1. r-h h^yi/a.^)> 



1 0 omfit 

0. 0 0 5 mg 



2. eaf-:r7*^> 



3. PGE 1 



4. r';^;l'J^>ll^* 'J'i;A 



1 Omg 



5. r»J-bU> 



2 2ing 



6. igfk^>if;b3^'t;A 



0. 1 mg 
M pH6. OtCPM 



7. ifiS/TKH/kf-hy't^A 



8. mmmmyK 



wo 97/06813 



PCT/JP96/«2277 



-2 6- 

' ^ 5 m g 

^- P^^^ 0. 0 Img 

^'^'^^^r^ 22mg 

6. iafkA:>Hf;^^-^x. 0. img 

8. mmm^Tk imi tt/co 



9 

2. en5^:rx;57> 



1 0 

5mg 



3. Kil-rvv^l/fK 0. Img 



wo 97/06813 



PCT/JP96/02277 



- 2 7 - 

4. ir^)^jif)^:/mi^tf)'^i. lomg 

5. r'JHr'J> 1 7. 6ing 

6. igfl:Oif;H3-'i7A 0. img 

7. D-7;i/t"h-;t/ 1 Omg 

8. i&m/-^m<t± h *) i< pH6. ocms 

9. fiEltffl^STk ^fi 1ml tU/Co 
*/w#^>n/c^^^liil6ii (0. 2 2 /fm©y >y^>7-f L> 



2 0 



1. r-t h>r>i/aU> lOO^ti 

2. enf-:tf**> 5mg 

3. fB»>fyv;UfK . o. 2mg 

4. rf)i-Jl^)i->mi^fJ'}'t;J^ 1 Omg 

5. i^'J-t'J > 1 3. 2mg 

6. igffc^V-tfyUnziOA 0. Img 

7. D-v;i/eh-;u 2 Omg 

8. igi?/7)cge{k-^ h U-i/A MM. pH6. 0 CPS 

9 . aitfflslSTK ik* 1 m 1 t L/co 

ttz^iotifzi&f&^m^^m (0. 2 2 iumoy >^5>7-f U 
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2 1 



I . 




1 0 o#iii[ 


2. 




Smg 


3, 




0. Img 


4. 




1 Omg 


5. 




1 7. 6mg 


6. 




0. Img 


7. 




1 Omg 


8. 




Mm pH6. ot: 


9. 




^» I m 1 t L/i, 



(0. 2 2iUmCDy >:r5>7-f 
*»/co c©S!!i&li, r -h hiOi/a y 0 O^fi/m 1 ^-^^^ T^:/ 

#^ff>i7 

^;^Tyy^cD^^glml JC*fUT. KK'rvv;l/fK (ISDNr^hn 

r'j-b';>^2 5. 7mg»U. 1 N7jcg^t^k-^ h 'j ACTp H 6 . 

OtClgg^, y:^Ty3^*tfl\ 0. 0 1 9^ I SDN^^f^jS^-SISt/io C 
0^?Klm 1 ^||f*:J^^.twt'*>S[iK'twl/t> (LH-RH i/r^ttS, 5Kffl 
) 1 0 0/£g/^<>rT;u (S^KiS) (rJD;i^)SLTLH-RHl 0 0/ig/m 
(itig?) ^If/Co 
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u i^—f£mmizti^xoizmmLtzo iNJi^m<ti-h^)f7j.izxpHB 

tco C©^^ 1 m 1 *jr«:JKfig;h;l/^->Scaj5h-'l/*> (LH-RH ; i/^^^m 
. S) 1 0 0 iU g/^NVr;!. (^igl^ji) (:lin;i^jj?LTLH-RH 1 0 0 

lltftg||2 2 

>'Ut-K (ISDN:-hn-;ua> i-1f >f ttS^^gm, B*) ^y^^T^y^ 
OSfK 1 m 1 (iStLT. 5mg. lOmg. 17. Bmg, 0. Imgt'^j: 

1 NTki^fkf- h 'J '^;AirTpH6. OtriHiF^, >fXT7 7*^tfl\ 0. 5 9()f 
ui-ti'tiy^ 0. 0 1 % I SDNtncS^^S^^SL/Co CO^fKlml^H 
tt:Bfilc't>^U*>i5cffi5h;l.t> (LH-RH : i/rvtfc|SI, ^|^H) 1 0 0 g/^< 
-fT;i/ m^mk) Cjto^i^PLTt V^yi/D. U > 1 0 0 g/m 1 OjS^fl*- 

lliS^g>J4 

5«y Mri:-SLH-RHcDi n v i voMUS^ 
tin vivoKiRHS^) 

-Bftite^t/iWi s t a r^.aitt^'y h (B^:SLC iftS 200-250 
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{4^'6^!SI (1 5. OOOrpm/1 Omin/5'C) LT. mzMM^'S^mt 

Ml 

0 1 % I SDN^^t-*fM7cDSmS^p (#-#) tt^fe|g;&^e,s^:^^f®^R 
$n4*^^Ct^^LT^^5o */cfie*fit$&T'*5LH-RHi:0. S^tJenf-:}- 

to. 5 5«lfD^:t-7':«7>C0. 0 1 9^ I S DN<&» L/c||ifi0>J 2 2 ©S^S 
4P (■-■) 14, LH-RHO^tS!i75>b©M©li]fin^^t^Co -eojfiitg 

s-i^sffi^TffiSf (AUG ; o-2hr) imms&^mizmbxffy \ . 5 

iiasg»i2 3 

1. LH-RH 

2. \^a^t7'ij> 

3. KK-r VV;l/h*K 



Smg 
5 m g 
0. Img 
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4. cr*}9Jif}^>mi^tJ^)'^i- 



1 Omg 
1 7. 6mg 
0. 1 mg 



5. r';-t?u> 



6. mt^>-*fJVz3=.^l. 



7. D-v;H:h-;i/ 



1 Omg 
MM pH6. Oizm^ 
^fi 1 m 1 t Lfzo 



8. igU/Tk^fb-fh'J-t/A 



9. aitfflmS7K 



*/i#^tlfc^g^^ii®^ig (0. 2 2 /imCDy >7'7>7-<;U:J'-) U 

^mtzo ZOmShli. LH-RH^5mg/m 1 ^^❖^ T^y:^-^-}ftf 
^3i:(CJ:0 0. 5mg$-jEig(litflS4-r'5Ci:*<T§So 

5S®f-r7V;l't"K ( I SDN : -hD-;ua> x-1f-<ifcS. B*:) -^pH 
7. 4^!i'J >KM®iKlm nc^LTO. 2iag(Dm'krmmLX 0 . 0 2% 

&//nVt;1/ {cini«.^PLTt h'f^i/i'jyi o#fi/ini©^^ 



WaSf>r 77;l/k*K ( I SDN : -hD-;i,ji, x-lf>rttS, B*) 0. 1 
mg€-0. 5 9()L-ar »r/l/i:/f->7k^^dt (pH7. 4 l|5I 'J >g|^®?g) 1 m 1 



II££0>I2 4 
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^i!i0!l2 5 

-hor'J4?'J> ';XD-;l.^; B*fl:lim B*) 0. Img^O 

. 5%L-fl:-'j'/ui/5^>7K^^B[ (pH7. 4mm^) ymmm) imnzm 

®^?}5lml^r-hh^'>->a'J>l om/yUTJl. mi^^m iZtsam 

(in V i V oiaiRHi^D 

-ife^:fetyiWi s t a r^mikyy h (H*SLC :ftS2 0 0-2 5 0 

h^ffll^Tffll^lSI!{L/i^?S*2 5 u 1 ^AL/co <fc Cf 

^ SB#fi9C:*:lij»liRi: 0 2 0 0 ;f 1 JSjUlL/co -e©^, Jllijftli«^>^ittl (15, 
0 0 0 r pm/1 Om i n/5*C) UT, #/cjlii^^^«fr'S*'C- 3 0*CC« 

MM 
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$tl4H>w t^^UTl>-5o ^Wz^ y-y^t) >tO. 0 2%mm^J'JJ\y\f¥ 
(ISDN) ^tt^nm 9 CDS^S4l|{Col>T feJ5 t^mu^tlf£\.^z t ^ 

(LPC) ^^t;*fBa4©g^j^4j|(cifcg[LT. ^^b^O^' > i/^ ij > t 0 . 
5%LPCJro. 0 1 % I SDNS/iliO. 0 1 h o ^nj -t 'J >^j^Jn L/c 

^i&fiij 2 4 osifijjSJ^pRof 0 . 0 1 h o r 'J -t »j ^^-j^jn btzmmm 2 5 
©sm4s*iii^Lt>iijn^^b/co :itih>(DiL^'mm-mm&mTmm (au 

C ; 0-2hr) li*r!!a4S4S¥{CJt©LT^n-eni^l. 7^. 1. 5^llit 



2 6 



!ifi<;i^^4SS!i|i|lmlS/cO^ 

1 . r - h h-r >->aL 'J > 1 0 omti 

2. L-a-'J*/l/->f-> 5mg 

3. -hor'J-ty> 0. Img 

4. r'J-t?U> . 1 7. 6mg 

5. ig{k^>-tf;U3-';7A 0. Img 

6. D-v>-h-;l/ 1 omg 

7. Jg®[/'7KIJffb-t-h«J'!7A M pH6. 0 (CiSfl 

8 . aitm^S* 1 m 1 i: L/Co 

*/c?#^n/i^?B^^if®'5ii (0. 2 2/im0y >^7>7^;b:J'-) 
^lgtS4ffl^fiy*-:«7;U:^7'l/-iiffl/<>rT;K:if®fl«j{i3m 1 3£«tTSp°n 
^?|yio coSfoli. r - t h-f >i/a 0 0 m(4/m 1 ^^^^ T^T" 
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1. ^gj^ts^y^^ Kc. (}^f£< t^B^if&mttzitmmizMbx^m 

iilittli^7!>^^>OM&#$i:LTlSIRffiiifj^ffll^/j:^,^S!{S^J^I3^UT2 0 0 %&i 
±0iaiRffiiif^ffl^^r-r5i»iRi£3t»IIT'*>-5#f|=lt^O«||B^ 1 



(CHa ) m-N- (CH2 ) n-S-R 
{atn7!)M-'3CDli^{CliR{i^^jBt5~l 1 OT;U+;i/S^^"r) T-^^n-S 
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1 1. l^-f :i->14^MSi4»> ;^*U:t+i/x^U> (9) 7l;'J;l'X-f- 
;k 5K'J:f^'>xf^l/> (2 4) 3l/Xr y ;l/X-x;UJ:*3/i-5^*Nt>Slin5 

12. iy^Dx+x h 'J a-i/^OT^XV^ys B-'^^^v"^ 

1 4 . mmm 16-20 (D^mmfism<. -ti^^ym. y u y u 

1 5. 1 -T;U+;U-2-trD'J K>^^**:*<. ^^i[4~l 2(DT;U+;l/ 
^<^:t)ni:^P;^»^'iBl^t^^ ia*/;:(i2aJ!^±T^-5#g^it^©«!BB^3Jg{:iB 

^'f'-'l/S. yx;H|, 7*'>;US, ';;>ri/;iilfe<J:c;Kxv/;i/« J:*)451^*>«=> 

ias/cii2aj[a±-c*>s#ii=it^©i5fflmi s^cisEOiSttiig^ 
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18. mmmmi}<. mm&mM'^ 0 . o i-5£s%oe^st*5 

2 2. :feg?g^-^>r^ K©^^g7&^, 3 0 0-1 0 0 0 0 T'*-5#l^m.15fD 

23. ^SStt/<y^K*^ -r>i/a'J>, ;!7;Ui/h->, thPTH (1 
-*3 4) , fJJliyh:^>m^^mm^zrtV CCGRP) , T>4^:j-x>i/>II 
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-t^bf-y, JI«:}^fi!c*:;i/*>iJCffi5h;l/*> (LH-RH) . IHWKIfflf 
(ACTH) . ?1^IK;h;U€->»ai.twt/t> (TRH) , ?^^SIM 
'twt/t> (TSH) , >i:^]l-fh'J':7/.^m^r5^K (ANP) fcckCKcn^CD^ 

26. -Oi/aLUV*^ t h>r>i/i>J>. y^^-f >i/a»J>/.t7i/-f >•> 
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